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FIG 1. A-i-Barringenol 




Barringtoeedol 



FIG 2- The structure of barringtogenic acid and barringtogenol 
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(b) 

FIG 3 (a) Initial and (b) revised structures of barringtogenol B 
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FIG 4 Barringtogenol C 




FIG 5 ~ Barringtogenol D 
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FIG 6 - Barringtogenol E 




Acid A 



FIG 7 - Compounds from B. acutangufa 
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Bairinic acid 



FIG 8. Barrinic acid 




Banigenio acid 



FIG 9 - Compounds from B. acutangula 
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COO-glucose 



COOH 



FIG 10 - 2a l 3B,19a-trihydroxy-olearv-12-ene-dioic acid 28-OfS-D-gluco- 
pyranoside from the seeds of B. acutangula 
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FIG 12 - Normal grooming response (x ± S.E.; n 



= 6). 
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FIG 13 - Control values (x ± S.E.; n = 18). 
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FIG 14 - 



Dose response curve for morphine (x ± S.E.; n = 6(min)). 
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FIG 15 - Schematic for the preparation of crude saponin mixtures. 
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FIG 1 6 - Acid and base hydrolysis scheme. 
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FIG 17 - Analgesic activity of water extract of flowers and leaves of a 
aoutangula (x + SE, n=2). 
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FIG 18- 
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Analgesic activity of crude water extract (x ± SE, n=*5). 
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FIG 19 - Analgesic activity of crude water soluble (n=9) and insoluble 
(n=4) portions of the water extract (x ± SE). 
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FIG 20 - Dose response curves for water extract (x ± SE # n=4). 
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FIG 21 - Preparative gel permeation column. 









90 




80 J 






70 J 


0 






60 4 


I 


50-j 




40 4 


js 


3oJ 


& 






io4 




O-I' 




0.0 




5.0 

Dose (mg/kg) 

FIG 22 - Dose response curve for TSK-4a (x ± SE, n=3). 
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FIG 23 - C18 separation of TSK-4a. 




FIG 24 - C18 preparative separation of TSK-4a. 
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FIG 25 - Preparative C18 chromatogram of H 2 0 extract 
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FIG 26 - Outline of numbering system compound F70.2.5.2. 
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FIG 27 - Separation of fraction elutng at 70% MeOH (F70). 
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FIG 28 - Separation of fraction F70.2 (40%MeCN in 1 %TFA). 
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FIG 29 - Chromatogram of F70.2.6. 
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FIG 30 - Separation of fraction F70.2.2 at 254nm (left) and 233nm (right). 
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FIG 31 - Separation of fraction F70.2.5 at 220nm (left) and 233nm (right). 
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FIG 32 - Separation of fraction F70.3. 
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FIG 33 - Chromatograms of F70.3.5 and F70.3.7. 
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FIG 34 - Analytical separation of fraction F70.3.4 at 254 and 233nm. 
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FIG 35 - Separation of F70.4. 
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FIG 36 - Separation of F70.4.2. 
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FIG 37 - Analytical separation (left) and 
preparative separation (right) of F70.4.3. 
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FIG 38 - Preparative chromatograms showing loss of peaks F80.2 & F80.3. 
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FIG 39 - Preparative chromatograms of F80.4 
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FIG 40 - Separation of fraction F80.6 using a phenyl reverse phase column 
with the analytical separation (left) and the preparative separation (right). 




FIG 41 - Standard sugars used 
for TLC 
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FIG 42 - UV spectrum of F70.3.6 
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FIG 44 - ^NMR for compound F70.3.6 
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FIG 46 - The complete assignment of F70.3.6 
{3-O-0rD-xylopyranosyl(1? 3)-[R-D-gatactopyranosyf(1 ? 2)J-0-D- 

9t^mnopyranosyl^21<)-[3^3^enzoyU2-methylbutanoylH-benzoyl-a-L- 

arabinopyranosyfJ-22-O-acetyf barringtogenol C) 
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FIG 47 - Negative ion HR-ESMS of F70.3.6 (insets show detail of molecular ion) 
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FIG 48 - Compound F70.2.5.2 

(2a, 3fi, 19a-trlhydroxy-olean-12-©ne-23 
28-dloic add) 
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/o n n n ^ FIG 49 - Compound F70.2.3. 
(3-0-a-D-xytopyrano$yf(1 *3)-[&-D-gafactopyranosyt(1 -*2)]-R-D. 
glucuronopyranosyl-21 O-benzoyl barrlngtogenol C) 
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„ ^ „ ^ , FIG 50 - Compound F70.3.2 
3-0-a-D-xyhpyrano$yl(l ^3)^C^galactopyranosyl(l r>2)]-a-D- 
9'ucuronopyranosyt-21-CH>enzoyt-28-0-acetyt barringtogenolC) 
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FIG 51 - Compound F70.3.4.2 
(3-0-a-D-xylopyranosyl( 1 -*3)-{a-D-galactapyranosyf(1 ->2)1-R-D- 
9lucurvnopyranosyl-21-0-benzoyl-22-0-lsobutyryl barrlngtogenol C) 




FIG 52 - Compounds F70.4.3.5.2/F80.6.7 
(3-O-0-D-xyhpyranosyl( 1 ~^3)-[a-D-galactopyranosyl(1 ->2)]~JS-D- 
methy/glucuronopyranosyl-21,22-0-dibenzoyl bamngtogenot C) 
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/o n n r, F,G 55 * Compound F70.4.2.3/F80.6.3 
(3-0~a-D-xyfopyranosyl(1 ^-^D-galactopyranosyld ->2)1-R-D- 




"*"OH 
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m^yl9fucuronopyranosyh21 t 22-0-tigloytbam'ngfogenolC) 
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/o /-» n r, , FIG 57 - Compound F80.6.2 
(3-0-0-p-xylopyranosyl(1 ->3Ha-D-galactopyrano$yl(1 ->2)]-fl-D- 
gtucuronopymnosyl-21 ,22-O-tighyl barrfngtogenof C) 




F,G 58 " Com POund F70.3.3.2.2b 
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FIG 59 - Compound F70 2 6 2 

(3-0-R-D-xylopyranosyl(l ->3)-[&-D-gatactopyranosyl(1 ^2)NSJX. 

acetyl barringtogenol C) 
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FIG 61 - Compound F70.3.5a 

(3-0-R^D-xylopyranosyl(1-^3Mti'D-galactopyranosyl(1 -^2)]-f^D- 

glu(^ronopyranosyl-21-0-[3^3^nzoyl-2-memylbut^^tlgloyl^.-L- 

arabinopyrano$yq-22-0-acetyf bamngtogenof C) 
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FIG 62 - Compound F70.3.5b 

(3-0-a-D-xyiopyranosyi(1^3)-[B-;D-galactopyranosy/(1 ->2)]-0-D- 

glucumnopymnosyl-21-0^^gloyl^(3^nzoy1'2^ethylbutytyO-co-L- 

arabinopyranosylJ-22-O-aceiyl bam'ngtogenol C) 
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FIG 64 - Compound F80.4.5.2/F80.5.2 
(3-O-0-D-xyhpyranosyl(1 ^3)-[R-D-galactopyrano3y/(1 ^2)J-04>- 

arabinopyranosyi]-28-0-acety/ baningtogenol C) 



WO 2005/051969 



PCT/AU2004/001660 



32/35 




250*1 



®200 



H 
g 

•olOO i 
S 50 H 



■.v. F70J.2 Antinocicepdon in PCA-rats 
(contralateral pavt) 



04)02 tog/kg (a~l) 

0.005 mc/bg(n^3) 
0.01 tng/k^ 0tH3) 

0.02 mg/kg <n=Q) 




0,5 



1 1.5 
Hme(h) 



2.5 



FIG. 65 



is a graph of the mean (± SEM) paw withdrawal threshold 
versus time curves for (A) ipsilateral (inflamed) and (B) 
contralateral (nonnnflamed) hlndpaws of FCA-rats. 
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FIG. 66 
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is a graph of the mean (± SEM) paw withdrawal threshold 
versus time curves for the (A) Ipsllateral (inflamed) and the (B) 
contralateral (non-inflamed) hindpaws of FCA-rats. 
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FIG. 67: is the mean (± SEM) paw withdrawal threshold vereus time 
curve for the ipsilatera, (inflamed) and the contralateral (non-inflamed) 
hindpaw in FCA-treated adult male Sprague-Dawley rats (n = 3) that 
received a single i.v. bolus of saline. 
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FIG. 68: Mean (± SEM) dose-response curves forthe antinociceptive effects 
ofi. v. bolus doses of F70.3.2 and F70.3.6 in the ipsilateral hindpaws of FCA- 



rats. 
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FIG. 69 



is a 



graph of the paw volume pre and post FCA treatment 



